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DETAILED ACTION 

Election/Restrictions 

Applicant's election with traverse of re the Restriction/Election requirement in the 
reply filed on May 18, 2009 is acknowledged, and is found persuasive. Thus, the 
election requirement is withdrawn. 

An action on the merits on claims 1-14 and 17-20 is contained herein. 
Information Disclosure Statement 

Receipt of the information disclosure statements filed April 20, 2007, October 2, 
2006, April 21, 2006 and May 18, 2009 is acknowledged, and copies are enclosed 
herewith. 

Claim Rejections - 35 USC § 112, second paragraph 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter, which the applicant regards as his invention. 

1. Claims 1-14 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Claim 1 and those claims dependent thereon are rejected because the claims 
define variables (where applicable) as heteroaryl, heterocyclyl, heteroaryl-alkoxy, 
heteroaryloxy, heteroaryloxy, heterocyclyoxy, heterocyclylamino". The terms are 
indefinite since the specification does not define the ring size, heteroatom, number and 
nature of substituents, and the exact point of contact with the atom(s) for the 
substituents. Correction is required. 
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Claim 14 is indefinite for reciting "any functional group is optionally protected". It 
is not understood which functional group Applicant is intended? Is it the hydroxl group? 
Is it the ketone group? Is it the carboxyl group? Correction is required. 

Claim Rejections - 35 USC § 112, first paragraph 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the 
manner and process of making and using it, in such full, clear, concise, and exact 
terms as to enable any person skilled in the art to which it pertains, or with which 
it is most nearly connected, to make and use the same and shall set forth the 
best mode contemplated by the inventor of carrying out his invention. 

2. Claims 17-19 are rejected under 35 U.S.C. 112, first paragraph, as failing to 
comply with the enablement requirement. Claims 17-19 are rejected because the 
specification, while being enabling for the treatment of certain diseases that are 
mediated by cytokines, does not provide enablement for all cytokine mediated diseases. 
The claim(s) contains subject matter which was not described in the specification in 
such a way as to enable one skilled in the art to which it pertains, or with which it is 
most nearly connected, to make and/or use the invention. 

There are many factors to be considered when determining whether there is 
sufficient evidence to support a determination that a disclosure does not satisfy the 
enablement requirement and whether any necessary experimentation is "undue". 
These factors include, but are not limited to: 

(A) The breadth of the claims; 

(B) The nature of the invention; 

(C) The state of the prior art; 

(D) The level of one of ordinary skill; 

(E) The level of predictability in the art; 



Application/Control Number: 10/576,808 Page 4 

Art Unit: 1624 

(F) The amount of direction provided by the inventor; 

(G) The existence of working examples; and 

(H) The quantity of experimentation needed to make or use the invention 
based on the content of the disclosure. 

1 ) Nature of the invention . 

The nature of the invention in claims 1 7-1 9 is the treatment of all cytokine 

mediated diseases, for example inflammatory and allergic diseases, psoriasis and 
pulmonary diseases. 

2) State of the prior art and the predictability or lack thereof in the art . 

The art pertaining to the treatment of all cytokine mediated diseases remain 

highly unpredictable. It is noted that the pharmaceutical art is unpredictable, requiring 
each embodiment to be individually assessed for physiological activity. In re Fisher, 
427 F.2d 833, 166 USPQ 18 (CCPA 1970) indicates that the more unpredictable an 
area is, the more specific enablement is necessary in order to satisfy the statute. In the 
instant case, the instant claimed invention is highly unpredictable since one skilled in 
the art would recognize that in regards to therapeutic effects of cytokine-mediated 
diseases, whether the cytokine was promoted or inhibited would affect the possible 
treatment of any disease. 

Hence, in the absence of a showing of correlation between all the disease 
claimed as capable of treatment by the compound of claimed, and the inhibition of 
cytokine, one of skill in the art is unable to fully predict possible results from the 
administration of the compound claimed due to the unpredictability of the role of 
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cytokine, i.e., whether promotion or inhibition would be beneficial for the treatment of the 
diseases. 

The nature of pharmaceutical arts is that it involves screening in vitro and in vivo 
to determine which compounds exhibit the desired pharmacological activities. There is 
no absolute predictability even in view of the seemingly high level of skill in the art. The 
existence of these obstacles establishes that the contemporary knowledge in the art 
would prevent one of ordinary skill in the art from accepting any therapeutic regimen on 
its face. 

3) Quantity of experimentation needed to make or use the invention based on the 
content of the disclosure . 

The quantity of experimentation needed is undue experimentation. One of 
ordinary skill in the art would first need to determine what listed diseases would be 
benefited by the inhibition of cytokine and would furthermore then have to determine 
whether the claimed compounds would provide treatment of the disease by the 
inhibition of cytokine. 

4) Amount of direction and guidance provided by the inventor . 

The applicant has not demonstrated sufficient guidance provided in the form of 

administration profiles, combination ratios of the active agents or reference to the same 
in the prior art to provide a skilled artisan with sufficient guidance to practice the instant 
treatment of diseases listed as cytokine-mediated diseases. Further, the applicant 
discloses that an effective amount of the compound will be administered without 
providing any direction other than that the compounds of the invention have a high 
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therapeutic index and follows this with a definition readily found in a basic pharmacology 
textbook. It should be noted that the therapeutic index of a drug in humans is almost 
never known and is only determined through clinical experience. Additionally, the 
specification is silent and fails to provide guidance as to whether the diseases listed as 
cytokine-mediated diseases require the inhibition of cytokine or the promotion of 
cytokine for treatment, i.e., the specification fails to provide a correlation between the 
diseases listed and the inhibition of cytokine. 

5) Existence of working examples . 

There is not seen in the disclosure, sufficient evidence to support Applicant's 

claims of treating all cytokine mediated diseases. A conclusion of lack of enablement 
means that, based on the evidence regarding each of the above factors, the 
specification, at the time the application was filed, would not have taught one skilled in 
the art how to make and/or use the full scope of the claimed invention without undue 
experimentation. In re Wright, 27 USPQ2d 1510 (CAFC). The disclosure does not 
demonstrate sufficient evidence to support the applicant's claim to treating all cytokine 
mediated diseases. There are not sufficient working examples or data from references 
of the prior art to provide a nexus between those examples and a method of treating all 
cytokine mediated diseases with the claimed compound. 

6) Breadth of claims . 

The breath of the claims is that the compounds claimed can treat any 
cytokine-mediated disease, without regards as to the affect of cytokine on the 
stated diseases. 
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7) Level of ordinary skill in the art . 

The level of ordinary skill in the art is high. Due to the unpredictability in the 

pharmaceutical art, it is noted that each embodiment of the invention is required 

to be individually assessed for physiological activity by in vitro and in vivo 

screening to determine which compounds exhibit the desired pharmacological 

activity and which diseases would benefit from this activity. 

Thus, it can be safely concluded that the instant case fails to provide an enabling 

disclosure for treatment of all cytokine mediated diseases. 

3. Claims 20 are directed to a method of treating rheumatoid arthritis, asthma, 
COPD, inflammatory bowel disease, MS, AIDS, septic shock, congestive heart failure, 
ischaemic heart disease and psoriasis disorders. The terms are interpreted to include 
any and all forms of obesity, type II diabetes, reducing weight, metabolic syndrome and 
sexual disorders. In light of this, it can be asserted that in spite of the vast expenditure 
of human and capital resources in recent years, no one drug has been found which is 
effective in treating all types of obesity, type II diabetes, reducing weight, metabolic 
syndrome and sexual disorders. In re Hokum, 226 USPQ 353 (ComrPats 1985). 

The determination that "undue experimentation" would have been needed to 
make and use the claimed invention is not a single, simple factual determination. 
Rather, it is a conclusion reached by weighing all the above noted factual 
considerations. In re Wands, 858 F.2d at 737, 8 USPQ2d at 1404. 

There are many factors to be considered when determining whether there is 
sufficient evidence to support a determination that a disclosure does not satisfy the 
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enablement requirement and whether any necessary experimentation is "undue". 
These factors include, but are not limited to: 

(A) The breadth of the claims; 

(B) The nature of the invention; 

(C) The state of the prior art; 

(D) The level of one of ordinary skill; 

(E) The level of predictability in the art; 

(F) The amount of direction provided by the inventor; 

(G) The existence of working examples; and 

(H) The quantity of experimentation needed to make or use the invention 
based on the content of the disclosure. 

The breadth of the claims 

The breadth of the instant claims is seen to encompass methods for treating 

rheumatoid arthritis, asthma, COPD, inflammatory bowel disease, MS, AIDS, septic 
shock, congestive heart failure, ischaemic heart disease and psoriasis disorders by 
administering to a patient in need of such treatment a therapeutically effective amount 
of the compound claim. Applicant failed to exactly define what types of obesity, type II 
diabetes, reducing weight, metabolic syndrome and sexual disorders are treated. Thus, 
the claims are extremely broad. 
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The nature of the invention 

The nature of the invention is the treatment of treating rheumatoid arthritis, 
asthma, COPD, inflammatory bowel disease, MS, AIDS, septic shock, congestive heart 
failure, ischaemic heart disease and psoriasis disorders through the use of the claimed 
compound and derivatives thereof. Currently, there are no known agents that treat 
these diseases all inclusively. 

The level of predictability in the art 

The treatment of treating rheumatoid arthritis, asthma, COPD, inflammatory 

bowel disease, MS, AIDS, septic shock, congestive heart failure, ischaemic heart 
disease and psoriasis disorders is highly unpredictable. It is well established that "the 
scope of enablement varies inversely with the degree of unpredictability of the factors 
involved," and physiological activity is generally considered to be an unpredictable 
factor. See In re Fisher, 427 F.2d 833, 839, 166 USPQ 18, 24 (CCPA 1970). 

Additionally, it is the state of the prior art that AIDS is the result of an infection 
with the human immunodeficiency virus (HIV). This virus attacks selected cells of the 
immune, nervous, and other systems and impairs their proper function. HIV infection 
may cause damage to the brain and complications vary widely from one patient to 
another. There is no cure for AIDS but recently developed treatments help to slow the 
progression of the disease. Some neurological symptoms and complications may 
improve with treatment. In the absence of a showing of correlation between all the 
disorders claimed, which includes AIDS related, one of skill in the art is unable to fully 
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predict possible results from the administration of a compound claimed due to the 
unpredictability of the role of the compound. 

The amount of direction provided bv the inventor. 

The applicant has not demonstrated sufficient guidance provided in the form of 
administration profiles, combination ratios of the active agents or reference to the same 
in the prior art to provide a skilled artisan with sufficient guidance to practice the instant 
treatment of treating rheumatoid arthritis, asthma, COPD, inflammatory bowel disease, 
MS, AIDS, septic shock, congestive heart failure, ischaemic heart disease and psoriasis 
disorders claimed. Further, the applicant discloses that an effective amount of the 
compound will be administered without providing any direction other than that the 
compounds of the invention have a high therapeutic index and follows this with a 
definition readily found in a basic pharmacology textbook. It should be noted that the 
therapeutic index of a drug in humans is almost never known and is only determined 
through clinical experience. 
The existence of working examples. 

There is not seen in the disclosure, sufficient evidence to support Applicant's 
claims of treating rheumatoid arthritis, asthma, COPD, inflammatory bowel disease, MS, 
AIDS, septic shock, congestive heart failure, ischaemic heart disease and psoriasis 
disorders. A conclusion of lack of enablement means that, based on the evidence 
regarding each of the above factors, the specification, at the time the application was 
filed, would not have taught one skilled in the art how to make and/or use the full scope 
of the claimed invention without undue experimentation. In re Wright, 27 USPQ2d 1510 
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(CAFC). The disclosure does not demonstrate sufficient evidence to support the 
applicant's claim to the treatment and methods in inhibition. There are not sufficient 
working examples or data from references of the prior art to provide a nexus between 
those examples and a method of treating rheumatoid arthritis, asthma, COPD, 
inflammatory bowel disease, MS, AIDS, septic shock, congestive heart failure, 
ischaemic heart disease and psoriasis disorders with the claimed compound. 
The level of one of ordinary skill. 

The level of skill is that of one with a doctoral understanding of treating 
rheumatoid arthritis, asthma, COPD, inflammatory bowel disease, MS, AIDS, septic 
shock, congestive heart failure, ischaemic heart disease and psoriasis disorders 
therapeutics. Applicant's data is not convincing as to make the production and use of 
pharmaceutical compositions comprising the recited compounds feasible without undue, 
un-predictable experimentation. 
The quantity of experimentation. 

A great deal of experimentation is required. In order for there to be a method of 
treating rheumatoid arthritis, asthma, COPD, inflammatory bowel disease, MS, AIDS, 
septic shock, congestive heart failure, ischaemic heart disease and psoriasis disorders 
generally, as claimed by the applicant, it would be necessary to show that a vast range 
of different types of treating rheumatoid arthritis, asthma, COPD, inflammatory bowel 
disease, MS, AIDS, septic shock, congestive heart failure, ischaemic heart disease and 
psoriasis disorders. Furthermore, direction, in the form of examples, must be shown to 
determine what an effective dose may be. The references submitted do not 
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demonstrate this. Therefore, one of ordinary skill in the art would require a significant 
amount of experimentation in order to determine the effective dosage to treat the 
multitudes of different types of treating rheumatoid arthritis, asthma, COPD, 
inflammatory bowel disease, MS, AIDS, septic shock, congestive heart failure, 
ischaemic heart disease and psoriasis disorders with the claimed compound individually 
or in combination with other therapeutic agents. 

Thus, it can be safely concluded that the instant case fails to provide an enabling 
disclosure for the treatment of treating rheumatoid arthritis, asthma, COPD, 
inflammatory bowel disease, MS, AIDS, septic shock, congestive heart failure, 
ischaemic heart disease and psoriasis disorders. 

Allowable Subject Matter 

Claims 1 -1 4 will be allowed if amended to overcome the rejections under 35 USC 
112, second paragraph. The compounds in Claims 1-13 and the process in claim 14 
were not found to be obvious nor anticipated by the prior art of record. The closest prior 
art, WO 00/55153, contains heterocyclic substituents correlating to Applicants R 4 
moiety, which differs from the R 4 cycloalkyl substitutents as instantly claimed. Thus, the 
prior art does not teach or suggest the presently claimed compounds. Therefore, these 
claims will be allowed if amended to overcome the rejections under 35 USC 112, 
second paragraph. 

Conclusion 

Claims 1-14 and 17-20 are pending. Claims 1-14 and 17-20 are rejected. No 
claims are allowed. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to PAUL V WARD whose telephone number is 571-272- 
2909. The examiner can normally be reached on M-F 8 am to 4 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Mr. James O Wilson can be reached on 571-272-0661. The fax phone 
number for the organization where this application or proceeding is assigned is 703- 
872-9306. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 

/PAUL V WARD/ 
Examiner, Art Unit 1624 



